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WHAT IS CLAIMED 

^U\l? CL^^^ j A no n-human mammal comprising a mutant GP ma gene wherein at least/ 
one of the two cytoplasmic tyrosine residues encoded by the gene has been replaced < 
5 a non-tyro sine residue. 

2. The non-human mammal of claim 1 wherein the non-tyrosii^gr residue is 
phenylalanine. 

l0 3. The non-human mammal of claim I wherein the cytoplasmic tyrosine 

" residues are tyrosine residues 747 and 759. 



^5 
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4. Platelets isolated from the blood plasm/ of the non-human mammal of 



claim 1. 



5. The non-human mammal omaim 1 wherein the non-human mammal is 
selected from the group consisting of sheep, goat, mouse, pig, dog, cat, monkey, 
chimpanzee, hamster, tat, rabbit, cow/and guinea pig. 

6. The non-human inainmal of claim 5 wherein the non-human mammal is a 



mouse. 
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7. The non/numan mammal of claim 1 wherein both cytoplasmic tyrosine 
residues have been replaced with a non-tyrosine residue. 

8. T#c non-human mammal of claim 7 wherein the non-tyrosine residues are 
phenylalanine./ 

9. / The non-human mammal of claim 7 wherein the cytoplasmic tyrosine 
30 residues>are tyrosine residues 747 and 759. 
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1 0- Platelets isolated from the blood plasma of the non-human mammal of/ 



claim 7. 



1 L The non-human mammal of claim 7 wherein the non-human mammal is 
5 selected from the group consisting of sheep, goat, mouse, pig, dog, cat, mopkey, 
chimpanzee, hamster, rat, rabbit, cow and guinea pig. 

1 2. The non-human mammal of claim 1 1 wherein the n6n-human mammal is a 



10 



Us 



mouse. 



13. A non-human mammal expressing a tran^gene stably introduced into its 
DNA, wherein the transgene comprises DNA cncodjffg mutant GP Ula wherein at least 
one of the two cytoplasmic tyrosine residues ha^een replaced with a non-tyrosine 
residue. 

14. The non-human mammal jf claim 13 wherein the non-tyrosine residue is 
phenylalanine. 
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1 5 . The non-humart mammal of claim 13 wherein the cytoplasmic tyrosine 
residues are tyrosine residues 747 and 759. 



16. Platelets isolated from the blood plasma of the non-human mammal of 
claim 13. 

25 1 7. /The non-human mammal of claim 1 3 wherein the non-human mammal is 

selected frordthe group consisting of sheep, goat, mouse, pig, dog, cat, monkey, 
chimpan^e, hamster, rat, rabbit, cow and guinea pig. 



18. The non-human mammal of claim 17 wherein the non-human roammaJ is a 



30 moi 



:i '-24- 

Substitute Sheet 

AMENDED SHEET 



17:26 : 237 1624 -. +4-9 89 23994465 :# 7 

UUiSJ JO. UU 1 1 : ZI./SLt 1 : 13/NU 3W06\ us 009908285 



10 



rut 5 



20 



iCV. VON : EPA MUENCHEN Ol :20- 6- O 

- LiVUS - ut 

20-06-2000 

044481-5043-WO 



19. The non-human mammal of claim 1 3 wherein both cytoplasmic tyrosine 
residues have been replaced with a non-tyrosine residue. 

20. The non-human mammal of claim 1 9 wherein the non-tyrosinc i 
5 phenylalanine. 

21 . The non-human mammal of claim 19 wherein the cytoplasmic tyrosine 
residues are tyrosine residues 747 and 759- 



25 




are 



22. Platelets isolated from the blood plasma of the noir/human mammal of 
claim 19. 

23. The non-human mammal of claim 19 wherein the non-human mammal is 
selected from the group consisting of sheep, goat, mouse, pig. dog, cat, monkey, 
chimpanzee, hamster, rat, rabbit, cow and guinea/pig. 

24. The non-human mammal ofcUim 23 wherein the non-human mammal is a 



mouse. 



25. A method of preparing a transformed non-human mammal with a mutant 
GP ma gene wherein at leWone of the two tyrosine residues encoded by the endogenous 
GP ma gene has been replaced with a non-tyrosine residue to prepare the mutant GP ma, 

said method comprising: 

a) / introducing into embryonic stem cells a nucleic acid molecule 

encoding the mutant GP iHa gene; 
4) regenerating a transformed non-human mammal from the cells 
resulting from step a). 

26. The method of claim 25 wherein the non-tyrosine residue is phenylalanine. 
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27 . The method of claim 25 wherein the cytoplasmic tyrosine residues arey 
tyrosine residues 747 and 759. 

m e group con**** of sh«p, goat, mouse, pig, dog, cat, monkey, chhnp^ee, ham«er, 
rat, rabbit, cow and guinea pig. 
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The method of claim 28 where* the non-human maW is a mouse. 



30. The method of claim 25 wherein both 
been replaced with a non-tyrosine residue. 



cytoplasmic tyrosine residues have 



31. The method of claim 30 wherein ^non-tyrosine residues are 

phenylalanine. 

32. The method of claim 30 wKerein the cytoplasmic tyrosine residues are 
tyrosine residues 747 and 759. 



of claim 



33. The method 
20 the group consisting of sheep/goat, mouse, pig 
rat, rabbit, cow and guineaypig. , 



30 wherein the non-human mammal is selected from 
, dog, cat, monkey, chimpanzee, hamster, 



34. The me 



lod of daim 33 wherein the non-human mammal is a mouse. 
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veto* of claim 25 further compmmg breeding the transformed aon- 
human mamm^.0 -* a non numan mammal homo.ygo.ic for the mount GP 



Ilia gene. 



367 The 



racthod of claim 35 wherein the non-human mammal is a mouse. 
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• , ♦^fhmied non-human mammal vrith a. mutant 
^7 A method of preparing a tranafbrmeo nan aum / 

method censing: ^^^eelteanudcteaddmoliul 
a1 introducing into embryonic JKJnceu. / 

^ GP ma gcae and a K ,^bl= ^ fl^ed 

by PRT sites-, 



xdenmymg*-™ fhe tinned cells selected 

c) removing the selectable marker from the temsformed ce 

in step b) by *ansient transforation^ FLP recombmase; 



b) identifying •* selecting transformed cells; 
c) 

in step u) vy ttau "* vAj " / . 

10 . .^lufWstepc) into blastocysts; and, 

d) injecting the transformed cell* rWstep c) 

, .f.-pj nonAuman mammal from me 

C ) regenerating a transformed noB/rmm^ 

blastocyst of step d), wher/the regenerated transformed 
humanmammal is cbim/c for the mutant GP lHa gene. 
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tyrosine residues 747 and 759. 

rat, rabbit, cow and /uinea pig- 

41 . X^tfd*"— — lb.— 

been cepl^wth a non-tyrosine residue. 
J0 ? . Thcme*odofdato37wh«ind 1 cn<,n-tyro si ncr«idu eS are 

phenylalanine. 
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tyrosine residue 747 and 759. 

^ .of »^ma« K .piE.4og.c*«»^^T e - hamIttr - 
5 the group consisting of 8Heep,go^m« * • / 

rat, rabbit, cow and guinea pig. 

lalis a mouse. 




46. The 



me thod of claim 45 wherein the non-human i 
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. • _ u^Zune the transformed non- 
47 The method of claim 37 further compnsmgb^ng me 
47. Themem ^ ™*mmal homozygotic for the mutant GP 

huro an mammal ,0 as to produce anon-human mammalhdmozyg 
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Kb gene. 

forthennitto<H ,nIi 'sa>o; ^„«»fi 
6 ^X-H"^" - ^'"^ 



fVand, 
4electin 

Ma gqne from the resulting progeny. 
51 / Amethodofd—ngtheimportanc, 

51./ a me mediate d by platelet function, between 

, . jL^iiie comparing a characteristic mediated oy P ^ 
^cnon^ptismgcomp g flemanOTalhas 8 wUd-type GP Dlagene 

30 twornanUomesamespec^^^^ 

and th/other mammal has a mutant GP Ilia gene, 
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.aiduc encoded t^ttamuMntGP Ma gene. 

tyrosine residues 747 and 759. 
rat, rabbit, cow and guinea pig. 

56 . TlKm ethodcf e Uim 5 lJ^^^^^™ rc ^ UBShlVe 
been replaced with a non-tytoriw residue. 



57 . TteB ^ofe l ^56»b««»^no n -«yto sta e«sid U e S ar. 
phenylalanine. 
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*. Tnen^ofe^Sewher.in^eytopU^ctyto.inc^dues-e 
tyrosine residues 747 and 759. 



rat, rabbit, co* and guinea pig. ; 
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L Themrfhodofe^ ^-V**"****"**"*" 

beWefl the two mammal types. 
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62. The method of claim 51 further comprising comparing the tbromboti^ 
responses between the two mammal types. 

63. The method of claim 51 further comprising comparing angiogenesis 
5 between the two mammal types. 

64. The method of claim 51 further comprising compart tumor metastasis 
between the two mammal types. 

10 65. The method of claimSl r^hercorr^risi^coniparmg inflammation 

between the two mammal types. 



66. 



The method of claim 51 where* the mammal is a mouse. 
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67. Amemodof detemiming4e effect of an agent on a characteristic of a 
mammal that is attributable to the expression of the GP ffla gene, said method 



comprising; 



a) 
b) 

c) 



g said agent to the mammal of claim 1; 
said mammal for a desired period of time after said 

istratiqn; and, 

whether a characteristic of said mammal that is 
attributable to the expression of the mutant GP ffia gene has been 
affected by the administration of said agent. 



maintaining 



letermining 
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/The method of claim 67 wherein me mammal is a mouse. 
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